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ANDA 75-517 .

MAR 14 2000

f

Amide Pharmaceutical, Inc.
Attention: Jasmine Shah
101 East Main Street
Little Falls, NJ 07424

Dear Sir:

This is in reference to your abbreviated new drug application
dated December 7, 1998, submitted pursuant to Section 505(j)
of the Federal Food, Drug, and Cosmetic Act, for Ursodiol
Capsules USP, 300 mg.

Reference is also made to your amendmen“s dated January 19,
April 19, August 4, September 30, and November 30, 1999, and
March 7, 2000.

We have completed the review of this abbreviated application
and have concluded that the drug is saie and effective for use
as recommended in the submitted lakeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Ursoiliol Capsules USP, 300 mg to be
bioequivalent and, trerefore, therapeutically equivalent to
the listed drug (Actigall® Capsules, 300 mg of Novartis
Pharmaceuticals Corroration). Your dissolution testing should
be incorporated into the stability and quality control program
using the same method proposed in your application.

Under 53062 of the Act, certain changes in the conditions
described in this abbreviated application require an approved
supplemental application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98.

The Office of Generic Drugs should be advised of any change in
the marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in
your initial advertising or promotional campaigns. Please
submit all proposed materisls in draft or mock-up form, not
“final print. Submit both copies together with a copy of the
proposed or final printed labeling to the Division of Drug



Marketing, Advertising, and Communications (HFD-40).

Please do not use Form FD-2253 (Transmittal of Advertisements
and Promotional Labeling for Drugs for Human Use) for this
initial submission.

We call “your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form
FD-2253 at the time of their initial use. t)

Sincerely yours, \J U.bo

Janet Woodcock, M.D. MM t éégf
Director

Center for Drug Evaluation and Research
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PHARMACEUTICAL INC,

NDC 52152-060-05

URSODIOL
CAPSULES, USP
300 mg

F.x only

+000 CAPSULES

et Julef:]

2.8 Ox3
oN Qe D

rJ

Each Capsuie Contains:

Ursodiol ...l 300 mg
Usual Dosage: See Accompanying
Literature

This is a bulk container. Not intended 52152-060-05

tor household use.

Dispense in a tight, light-resisiant
coniainer as defined in the USP.
Store at controlledroom termperati.re
157 1o 30°C (597 to 86°F) (sce USP).

KEEP THIS AND ALL METICAT.ON
OUT OF THE REACH OF
CHILDREN.

101 East Main Street
Litfle Falls. NJ 07424 USA

u "Ji Control No -
Exp. Date:

8005-M

$31NS4VD 001
Ao xy

sw 00¢

AMIDE PHARMACEUTICAL. INC.

‘NIHCUHD 40 HOV3Y GHL :iO ino0
NOILYDIGIN 1TV ONV SIHL d3aN
M a8s) 14 Sg oL 85 7D 4o o 3
a;dn%maau.uel G0 D3ICILOD 1B 3)015
45N a1 w pBUYaP SE JAUIBILOD
IWBISISES- Wby ‘bl B w851 ags1g

WGP STE 0PN SIES AT
[EERIEPJVRELS: IR
"JNI1 '\VD!lﬂaOVWHVHd 3qINY

20 p90-251¢25§

dsn ‘s31NSdvI
101a0s¥N

20-090-25125 DON

aireiain

BulAupdu. 200y aas 1aliesog |ensn

B L CIP0SIN
e suIGUOD #nsde:) yael

o



OVERDOSAGE
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DOSAGE AND ADMINISTRATION
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HOW SUPPLIED
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MANUFACTURED BY
AMIDE PHARMACEUTICAL, INC.
101 EastMain Sweet Litke Falls, N.f 07424 USA

Rx Oaly 795201

Prescribng nfonmation .

SPECIAL NOTE !
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CLINICAL PHARMACOLOGY
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10.

11.

CHEMISTRY REVIEW NO. 2

ANDA # 75-517
NANME AND ADDRESS OF APPLICANT

Amide Pharmaceutical, Inc.
101 East Main Street
Little Falls, NJ 7424

Generic version of Giuliani S.p.A., ACTIGALL® (NDA 19-594). Patent certification and

exclusivity statement are provided (pp. 012-015)

Innovator Company: Giuliani for Novartis
Patent Expiration Date: March 29, 1999

SUPPLEMENT(s N/A

PROPRIETARY NAME
Ursodiol

NONPROPRIETARY NAME
URSODIOL CAPSULES

SUPPLEMENT{(s} PROVIDE(s) FOR: Oriéinal ANDA

AMENDMENTS AND OTHER DATES:

Firm FDA
Orig. submission 9/18/98 8
New correspondence 12/17/98  Acknowledgment letter
Amendment 1/19/99 Bio review
Bio deficiency letter
Amendment (Bio) 4/19/99 Bio review acceptable
Deficiency letter (minor)
Amendment (minor) 9/30/99
Amendment (phone) 11/30/99

This review covers submissions dated 9/30 and 11/30/99

PROPOSED INDICATION(S) FOR USE
Management and prevention of Gall Stones

Rx or OTC
Rx

" 12/29/98

3/9/99
3/24/99
6/8/99
6/30/99



12.

13.

14,

15,

16.

17.

18.

19.

RELATED IND/NDA/DMF(s) .,

|! DMF number | DMF type | LOA(s) }

i

DOSAGE FORM
Capsule

STRENGTH(S
300 mg

CHEMICAI NAME AND STRUCTURE
Cholan-24-o0ic Acid, 3-7-dihydroxy-3d, 7B-Dihydroxy-5B-cholan-24-oic acid.

RECORDS AND REPORTS N/A
The drug substance and drug product are monographed in USP 23, Supplement #2.

COMMENTS
Application is satisfactory for approval
Labeling review is satisfactory, dated 10/13/99 .
Bio review found adequate, dated 6/14/99

found adequate, dated 10/27/99 ,
Methods validation is not required, both drug substance and drug product are compendial.
Establishment Evaluation Request found acceptable, dated 6/2/99.

e o0 oW

CONCLUSIONS AND RECOMMENDATIONS
APPROVE

REVIEWER: DATE COMPLETED:
Raymond Brown January 12, 2000
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DIVISION REVIEW SUMMARY

ANDA 75-517 " DRUG PRODUCT: Ursodiol
PIRM: Amide Pharmaceuticals, Inc. DOBAGE FORM: Capsules

STRENGTH: 300 mg

= *CGMP STATEMENT/EIR UPDATE S8TATUS: Acceptable -

Dated June 2, 1999,

BIO INFORMATION: Adequate -
See bio review, dated 67/14/99.

VALIDATION- (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S8): N/A -

STABILITY: Satisfactory -
Accelerated (40°C/75 RH) stability data are provided for batch
no. 61237, tested initially, 4, B and 12 week intervals in the
upright position. Controlled room temperature (25-30°C/Ambient
Humidity) stability data are also provided, tested 3, 6, 9, 12,
18 and 24 month intervals.

LABELING: Acceptable -
See Review of professional labellng, dated 10/13/99.

STERILIZATION VALIDATION: N/A -

SIZE OF BIO BATCH (FIRM'S SOURCE OF ND8 OK?) Satisfactory -

Bio batch no. 6123A, ac:taal yielded rapsules. Bulk
substance manufacturer , batch no. C065N097
used. found ADEQUATE 10/27/99.

S8IZE OF STABILITY BATCHKES - Satisfactory -

Executed Batch Manufacturing Documents are provided for batch no.
6123A, which consist ot _ capsules. The batch was
manufactured using production ecuipment under production
conditions.

PROPOSED PRODUCTION EATCH - MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY? Yes!

The proposed master production batch sizes are ipsules,
capsules and capsules.



RECOMMENDATION:
APPROVE

}

e 3 "
7~ lg/r /

4 'R;wénd Brown Date

cc:



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 75-517 APPLICANT: Amide Pharmaceutical, Inc.

-

DRUG PRODUCT: Ursodiol 300 mg capsule

The Division of Bioequivalence has completed its review and has
* Mo further questions at this time.

The dissolution testing will need to be incorporated into your
stability and quality control programs as specified in USP 23,
2™ suppl.

Please note that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon
consideration of the chemistry, manufacturing and controls,
microbiclogy, labeling, or other scientific or regulatory issues.

Please be advised that these reviews may result in the need for
additional bioequivalency information and/or studies, or may
result in a conclusion that the proposed formulation is not
approvable.

Sincerely yours,

|/‘l
v - - !IS [~
Dale P. Conner, Pharm. D.
Director

Division of Bicequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research

- S



Ursodiol Amide Pharmaceutical, Inc.

300 mg capsule ™ Little Falls, New Jersey
ANDA #75-517 Submission date:
Reviewer: J. Lee April 19, 1999

755178TA.499

Review of a Study Amendment

This submission contains the responses to the deficiencies issued to the sponsor in the review of
the original bio-study (rev. 9 March 99).

1.~

The sponsor did not submit the complete analytical method for unconjugated and total
ursodiol and was requested to do so.

In the analysis of total ursediol, the sponsor was asked to explain why two sets of QC
samples were prepared and run when it was noted that there was only one set of
corresponding calibration curve standards.

The sponsor explained that an additional QC sample (unconjugated ursodlol) was added
to one of the QC sets to demonstrate completion of hydrolysis.

The sponsor was requested to explain why ursediol-glycine was used in the spiking of
QC samples in the analysis of total ursodiol.

The sponsor explained that during R & D, it was demonstrated that the hydrolysis of
ursodiol glycine and/or taurine was complete and equivalent; ursodiol glycine was chosen
as it was readily available and a COA could be provided.

Long term stability data to cover the length of the entire study was requested for
unconjugated ursodiol.

Acceptable long term stability data that covered 375 days @ -22°C was provided.
Long term stability data was also requested for total ursodiol.

Acceptable long term stability data for ursodlol-glycme that covered 409 days @ -22°C
was provided.



6. The sponsor was requested to document lack of interference at the rentention time of the
internal standard for both uncdnjugated and total ursodiol analyses.

G Documentation of potential interference from endogenous compounds or possible
degradation products at the retention time of the IS for total ursodiol was evaluated as
part of dnother previous project. Because no interferences were observed in that project,
further investigation was not conducted for the IS for unconjugated ursodiol, since both
assays employed the same internal standard.

Potency/content uniformity data was not provided for the reference product used in this
study. The sponsor was requested to submit such data.

o The comparative data is as follows:

Potency C.U.
Amide
Actigall

8. The sponsor was requested to submit on diskette all baseline uncorrected subject data for
both unconjugated & total ursodiol.

= The sponsor has complied with the request Additional analyses and confirmatory
analyses were performed on all datasets.

Comment:

1. The sponsor has satisfactoriiy addressed all deficiencies.

Recommendation:

1. The bioequivalence study conducted by {or Amide
Pharmaceuncal Inc. on its ursodiol 300 mg capsule, batch #6123A, comparing it to
Actigall’ 300 mg capsule has been fourd acceptable by the Division of Bioequivalence.

2. The in-vitro dissolution testing data (USP) is also acceptable. The dissolution testing
should be incorporated into the firm's manufacturing controls and stability program. The
dissolution testing should be conducted in 1000 ml of phosphate buffer pH 8.4 at 37°C
using USP XXIII apparatus II (paddie) at 75 rpm. The test product should meet the
following specification:

3. All bioequivalence criter.a have been met.
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Dale Conner, Pharm. D.
Director, Division of Bioequivalence
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BICEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
L

ANDA: 75-517 APPLICANT: Amide Pharmaceutical, Inc.

DRUG PRODUCT: Ursodiol 300 mg capsule

The Division of Biocequivalence has completed its review and has
* *no further questions at this time.

The dissolution testing will need to be incorporated into your
stability and quality control programs as specified in USP 23,
2™ suppl.

Please note that the bicequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon
consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory issues.

Please be advised that these reviews may result in the need for
additional biocequivalency information and/or studies, or may
result in a conclusion that the proposed formulation is not
approvable.

Sincerely yours,
Vg ]

.V-V/S{ i

Dale P. COnner, Pharm. D.

Director

Division of Biocequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research
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m t e 101 East Main Street
= Lithe Falls, New Jersey 07424

PHARMACEUTICAL, INC. Telephone (973) 890-1440

Fax [973) 890-7980

April 19, 1899

0:13&: FENO
Douglas Sporn

Director /15
-Qffice of Generic Drugs

CDER, FDA

Metropark North II

7500 Standish Place, Room 150
Rockville, MD 20855

t

Bicequivalency Amendment
RE: ANDA - 75-51;
Ursodiol Capsules USP

Dear Mr. Sporn:

In response to the Bioequivalency deficiency letter dated March 24,
1999, enclosed find our response as follows:

For Items 1 to 6, find response in Attachment I.

For Item 7.: .
Potency/Content Uniformity data was not provided for the reference
product used in this study . Please submit data.

Responsa: Enclosed find the requested data in Attachment II,
[Comparative product profile for Ursodiol Capsules for Amide!/s and
Novartis (Actigal)].

Item 8.:

Please submit on diskette all baseline uncorrected subject data for
unconjugated and total ursodiol [including peried, sequence, treatment
for the PK parameters and the individual sample concentration values for
each subject arranged sequentially in a flat ASCII text format]:;
baseline values as wall as the zero hour value (befcre baseline
corection) for each subject should alse be included in the dataset.

Response: Attached is a diskette including the data requested.

Please direct any written communications regarding this ANDA to me at
the above address. If you need to call or fax me, my phone numbers are
973-890-1440 and 973-890-7980 (fax).

Sincerely,
Amide Pharmaceutcial, Inc.

WQUD . RECE_NED )

Jasmine Shah, MS, R.Ph. A2 we )
Director Regulatory Affairs et =
E | - T -
nc. . =5 ‘-;" HELD.
ENERD L

Hicr QuaLry PHARMACEUTICALS
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BIOEQUIVALENCY DEFICIEﬁCIES TQ BE PROVIDED TO THE APPLICANT
ANDA:75-517 APPLICANT: Amide Pharmaceuticals MO 2 4 [k
DRUG PRODUCT: Ursodicl 300 mg capsule

The Division of Bioequivalence has completed its review of your
submission (s} acknowledged on the cover sheet. The following
deficiencies have been identified.

1. The complete analytical method was not submitted. Please submit the standard and QC sample

preparation procedure as well as sample, standard, and QC processing procedures for both
unconjugated ursodiol [SOP No. GC-M-5841-00] and total ursodiol [SOP No. GC-M-5862-01].

2. In the analysis of total ursodiol, cxplain why two sets of QC samples were prepared and run as
noted on page 1435 of vol. 1.4 (covering curve code HUD 13-53) and on page 1437 of vol. 1.4
(covering curve code HUD 56-74). It was noted that there was only one set of corresponding
calibration curve standards (pp 1438-40, vol. 1.4).

3 Please explain why ursodiol-glycine was used in the spiking of QC samples in the analysis of total
ursodiol.

4. Samples were analyzed for unconjugated ursodiol between Jan 5, 1998 and Oct 26, 1998; yet
long term stability data was provided for a period of only 21 days. You need to provide long term
stability data to cover the length of the entire study.

5. Long term stability data was not submitted for total ursodiol. Please submit such data that covers

the duration of the study.
6. You did not provide the raw data for ‘Cpna’ samples 10 document lack of interference at the

retention time of the internal standard. Please provide such documentation for both the
unconjugated and total ursodiol analyses.

7. Potency/content uniformity data was not provided for the reference product used in this study.
Please submit such data.

8. Please submit on diskette ail baseline uncorrected subject data for unconjugated and total ursodiol
[including period, sequence, treatment for the PK parameters and the individual sample
concentration values for each subject arranged scquentially in a flat ascii text format]; bascline
values as well as the zero hour value (before baseline correction) for each subject should also be
included in the dataset.

Sincerely yours,

A
'7.,, Dale P, ‘s:.émer, Pharm.D.
Director Division of Bioequivalence

Office of Generic Drugs
Center for Drug Evaluation and Research

03
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Ursodio!l Amide Pharmaceutical, Inc.
300 mg capsule * Little Falls, New Jersey
ANDA #75-517 Submission date:
Reviewer: J. Lee December 7, 1998
755178D.199 January 19, 1999

- Review of an in-vivo Bioavailability Study
= = . and Dissolution Testing Data

Background:

Ursodiol (ursodeoxycholicacid) is a naturally occurring bile acid normally found in small
quantities in human bile. Ursodiol suppresses the synthesis and secretion of cholesterol by the
liver, inhibits intestinal absorption of cholesterol, and can dissolve cholesterol-rich gallstones in
some patients. It is indicated as an alternative to surgery for the treatment of radiolucent,
noncalcified gallbladder stones less than 20 mm in diameter. The recommended dose is 8 - 10
mg/kg/day, given in 2 or 3 divided doses.

Approximately 90% of a dose of ursodiol is absorbed after oral administration. About half of the
absorbed drug is immediately removed from the blood by first-pass hepatic extraction and
conjugation and is excreted into the bile.

There is little information in the literature about the pharmacokinetics of unconjugated ursodiol in
plasma after a single oral dose. The major route of excretion for ursodiol and its metabolites is the
feces. ’

Study Design:

The clinical study (#971230) was conducted at in
under the supervision of Principal Investigator.

Twenty-four healthy adult male volunteers (plus 2 alternates) between the ages of 18-45 years
and within 15% of ideal body weight for his height and frame were selected for the study.

All selected volunteers were in good health as determined by a medical history, physical
examination and clinical laboratory tests and an HIV test. All were judged acceptable according
to protocol.

The study was designed as a randomized, open-label two-way crossover study with a 4 week
washout period between dosings. Treatments consisted of a single 600 mg dose of the following:

A. Ursodiol
_ 300 mg capsule, batch #6123A2 (2 x 300 mg)
T~ Amide Pharmaceutical, Inc.

i



expiry date: not given

-
L

B. Actigall®
300 mg capsule, batch #1432 (2 x 300 mg)
Novartis
explry date: June, 1998

Twenty-six subjects were dosed according to the following regimen:

Period 1 . Period II

11/21/97 : 12/19/97
sequence I A B
sequence I B A

sequence I -subj. #1, 2, 3,6, 8, 10, 11, 12, 14, 16, 19, 21, %S
sequence II - subj. #4, 5, 7, 9, 13, 15, 17, 18, 20, 22, 23,24 , 26

"Subj. #24 withdrew from the study following per I for personal reasons.

After an overnight fast, subjects were given a 600 mg dose of ursodiol with 240 ml of water.
Fasting continued for 4 hours post-dose. Blood samples (5 mi) were drawn in Vacutainers
containing EDTA at -24, -12, 0 (pre-dose), 0.5, 1, 1.5,2.2.5. 3,3.5,4,5,6,7,8,9, 10, 12, 14,
16, 24, 36, 48 and 72 hours. All blood draws were taken within 2 minutes of scheduled sampling
time, except for those listed in table C2 of the Clinical Report. Those deviations, however, were
insignificant.

There were a total of 22 medical ¢vents reported of which 10 (5 test/S ref) were
possibly/probably related to the study drug [headache, nausea, stomachache, etc.]. Several
volunteers were given Tylenol. All events were non-serious.

There were a few deviations from protocol reported in this study, centering mainly around diet-
related infractions. All deviations were judged unlikely to affect the bioavailability comparison.

Analvtical: [Not for release under FOI]

The plasma samples were assayed for unconjugated and total ursodiol by high resolution GC/MS
methods developed by Details of the sample preparation processes were
not included in the analyticzl validation reports [SOP No. GC-M-5841-00, (unconjugated
ursodiol) and No. GC-M-5862-01 (total ursodiol)]

Quantitation of drug levels was based on peak area ratios of ursodiol (unconjugated and total) to
internal standard . vs nominal standard concentration, using a linear regression
weighted by 1/conc.



Unconjugated Ursodiol

e

Standards were prepared in water in the concentration range of 10.0 — 2500 ng/mi (8 points) for

the calibration curve. The sensitivity of the assay (LOQ) was chosen at 10.0 ng/ml, the

concentration of the lowest non-zero standard. Sample concentrations with no significant peak at
. the retention time of ursodiol or with peak area ratios below that of the LOQ were reported as

BLQ (below the limit of quantitation).

= ~The coefficient of correlation (r) was 20.9939 for the standard curves. The coefficient of
variation for the standards ranged from 3.3% (at 2250 ng/ml; n=31) to 7.3% (at 10.1 ng/ml;

n=27). :

The precision of the assay was monitored by the quality control samples that were run in
duplicate with each group of samples. This data showed:

QC Value Mean %CV
41.50 ng/ml 45.81 11.1
(n=57)

1011 ng/ml 1001 6.1
(n=60)

2010 ng/ml 1974 6.9
(n=60) -

Stability data submitted in the analytical validation package showed no decline in ursodiol
plasma concentrations [at 33.56 and 2004 ng/ml; n=10] after a 21 day period under frozen
conditions (-22°C). In a separate studies, stability samples showed no decline in ursodiol for
benchtop stability (16.5 hrs @ RT) nor freeze-thaw stability (4 cycles) at the same two
concentrations mentioned above.

Recovery data for ursodiol showed the following:
45.3% at 33.56 ng/ml (CV=3.6%; n=10)
48.2% at 1004 ng/ml (CV=1.9%; n=10)
48.9% at 2004 ng/ml (CV=1.9%; n=10)
Recovery data for the internal standard:
48.8% at 1.26 mcg/ml (CV=3.9%; n=10)
Total Ursodio!
Standards were prepared in water in the concentration range ot : » ng/ml (9 points) for

the calibration curve. The sensitivity of the assay (LOQ) was chosen at 17.1 ng/ml, the
concentration of the lowest non-zero standard. Sample concentrations with no significant peak at



the retention time of ursodiol or with peak area ratios below that of the LOQ were reported as
BLQ (below the limit of quantitation).

The coefficient of correlation (r) was >0.9960 for the standard curves. The coefficient of
variation for the standards ranged from 2.9% (at 7703 ng/ml; n=30) to 11.0% (at 17.1 ng/ml;

.0=31). =
The precision of the assay was monitored by the quality control samples that were run in
= =duplicate with each group of samples. QC samples were spiked with ursodiol-glycine. Final
concentrations were reported as ursodiol concentration. This data showed:

QC Set 1 [covering standard curves HUD 13-53]

QC Valye Mean %CV
81.01 ng/ml 79.59 10.1
(n=38)

3451 ng/ml 3254 6.7
(n=42)

6872 ng/ml 6460 5.7
(n=42)

QC Set 2 [covering standard curves HUD 56-74]

QC Value Mean %CV
77.04 ng/mi 74.92 7.3
(n=19)

3451 ng/ml 3256 5.6
(n=19)

6872 ng/ml 6670 4.5

(n=19)

Stability data submitted in the analytical validation package showed no decline in ursodiol
plasma concentrations for benchtop stability (20.5 hrs @ RT) and freeze-thaw stability (3 cycles)
at 75.97 and 6860 ng/ml. Long term stability was reported to be ‘in progress’.
Recovery data for ursodiol-giycine showed the following: [reported as ursodiol]

67.6% at 75.97 ng/mi (CV=4.8%; n=10)

61.05% at 3442 ng/ml (CV=2.2%; n=10)

58.14% at 6860 ng/ml (CV=1.9%; n=10)
Recovery data for the internal standard (ursodiol Dy):

72.0% at 2.14 mcg/ml (CV=12.1%; n=10)



Since ursodiol is an endogenous substance, blood levels of ursodiol were baseline corrected and
zero hour samples were set to zero,

Data Analysis:

' Plasma data was analyzed by an analysis of variance procedure (SAS, ver 6.04) to determine
statistically significant (p<0.05) differences between treatments, sequence of dosing, subjects
= =within sequence and periods for the pharmacokinetic parameters. Twenty-five of the twenty-six
enrolled subjects completed the crossover: twenty-four datasets were analyzed, per protocol.
[Sampies from subj #25 were not analyzed]. Due to enterohepatic recycling, a reasonable
AUCi,r could not be obtained for most of the subjects. AUCq.24, AUCo43 and AUCo-n were used

instead.
Results:

No statistically significant differences were found in any of the major pharmacokinetic indices,
on the In-transformed scale for both unconjugated and total ursodiol. Sequence effects,
however, were observed for unconjugated ursodiol in AUCy.24 and in Cpex parameters. For
unconjugated ursodiol there wasa 2.6% difference between the test and reference formulations
for plasma levels of ursodiol in AUCy.24, AUCp4g and AUCp.7; and a 6.7% difference in Cpax.
For total ursodiol there was a 7.4% difference between the test and reference formulations for
plasma levels of ursodiol in AUCp.24, AUCpus and AUCo.7; and a 3.5% difference in Cpay. The
90% shortest confidence intervals for ursodiol, using least squares means, are presented below:

90% CI [log-transformed]

AUCq.24 (n=24) [92.0; 113.8]
Uncoenjugated ursodiol AUCo4s (n=24) [82.9; 114.5)
AUCq.72 (n=23) [84.8; 113.0]

Cmax (n=24) [93.3; 122.0]
AUCo.2¢ (n=24) [96.8; 119.3]
Total ursodiol AUCo4z (n=24) [91.6; 119.1]
AUCo.7; (n=24) [91.0; 118.5]
Crax (n=24) [91.4; 1168]

In-vitro Dissolution:

The sponsor has conducted dissolution testing with test/reference bio-lots used in this study,
using the current USP dissolution method. The resultant summaries are attached.

Pot_cncy:



The assay for potency of the Amide product was 103.3% of label claim {C.U. was 103.8% of
LC; ave. of 10, CV=0.6%. No potency or content uniformity data could be found for Actigall.

Batch Size:

. The batch sizeYor the bio-batch of Amide’s 300 mg ursodiol capsule was 125,000 dosage units.

Comment:

1.

The complete analytical method was not submitted. The sponsor should submit the
standard and QC sample preparation procedure as well as sample, standard, and QC
processing procedures for both unconjugated ursodiol [SOP No. GC-M-5841-00] and
total ursodiol [SOP No. GC-M-5862-01].

In the analysis of total ursediol, the sponsor should explain why two sets of QC samples
were prepared and run as noted on page 1435 of vol. 1.4 (covering curve code HUD 13-
53) and on page 1437 of vol. 1.4 (covering curve code HUD 56-74). It was noted that
there was only one set of corresponding calibration curve standards (pp 1438-40, vol.
1.4).

The sponsor should explain why ursodiol-glycine was used in the spiking of QC samples
in the analysis of total ursodiol.

Samples were analyzed for unconjugated ursodiol between Jan 5, 1998 and Oct 26,
1998; yet long term stability data was provided for a period of only 21 days. The sponsor
needs to provide long term stability data to cover the length of the entire study.

Long term stability data was not submitted for total ursodiol. The sponsor should
submit such data that covers the duration of the study.

The sponsor did not provide the raw data for ‘Cpa’ samples to document lack of
interference at the retention time of the internal standard. The sponsor should provide
such documentation for both the unconjugated and total ursodiol analyses.

Potency/content uniformity data was not provided for the reference product used in this
study. The sponsor should submit such data.

The sponsor is requested to submit on diskette all baseline uncorrected subject data for
unconjugated and total ursodiol [including period, sequence, treatment for the PK
parameters and the individual sample concentration values for each subject arranged
sequentially in a flat ascii text format]; baseline values as well as the zero hour value
(before baseline correction) for each subject should also be included in the dataset.



Recommendation:

1.

-
A

The bioequivalence study conducted by Phoenix International Life Sciences for Amide
Pharmaceuticals Inc. on their ursodiol 300 mg capsule is incomplete per comments #1-8.

Comménts #1-8 should be forwarded to the sponsor.

€ fao 311199

J. Lee
Division of Bioequivalence
Review Branch Il
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Dale Conner, Pharm. D.
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USP XXIII Apparatus _I1  Basket Paddle _ x rpm 75

Medium:_pH 8.4 phosphate buffer * Volume:___1000 ml

Number of Tabs/Caps Tested:_ 12
Reference Drug:_ Xctigall, 300 mg capsule [Novartis]

Assay Methodology:_LC
Time Test Product Reférence Product
(min)
Lot #_6123A Lot#_1432
Mean % Range (CV) Mean % Range (CV)
Dissolved Dissolved
15 120 — (36 _719 3.0)
20 847 —{16) _814 (1.6}
30 976 —(I5) 905 - — (14
S () ()
S () ()
S () ()
Lot # Lot #
- () ()
S () ()
—_ () ()
S () ()
— () ()
S () ()




Mean Unconjugated Ursodiol Levels (Baseline adj.)

e

Time (hr)

0
05

N

24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24

N

24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24

{ng/mi)
Amide
Mean

o
643.03
1386.13
1734.14
1785.76
1583.74
1440.75
1220.28
066.55
680.02
365.86
210.02
121.59
72,77
87.085
92.88
248.53
345.88
41.36
34171
49.48
137.21

Actigall
Mean

0
447.27
814.42
1296.32
1395.28
1486.71
1397.87
1308.44
1097 .48
780.75
413.35
232.39
169.09
124.37
109.32
163.62
421.17
402.63

82.24
445.11
53.94
79.41

Std Dev

0
615.65
1281.19
1125.21
g70.62
833.87
869.80
630.11
459.82
684.03
445.18
250.14
159.09
120.33
113.82
220.12
292.88
340.79
170.03
518.35

48.46
181.68

Std Dev

485.78
72466
1331.68
973.06
888.90
797.45
721.79
643.58
644.856
417.17
289.22
187.24
213.65
151.68
220.29
519.01
472.43
103.72
536.30
4379
300.51

cv

857
91.0
64.9
54.1
52.7
479
516
488
102.1
122.0
1181
130.8
165.4
117.2
237.0
117.8
98.5
4111
151.7
g97.9
132.4

cv

108.6
89.0
102.7
69.7
50.4
57.0
55.2
58.6
82,6
100.9
1245
1107
1718
1388
1346
1232
1173
1124
120.5
81.2
378.4
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Mean Total Ursodiot Levels {Baseline adj.)

Time (hr)

0
05

Time (h+

0
0.5
1
1.5

2
25
3

w

.5

SOm~NOGBA

12
14
16
24

72

"

N

24
24
24
24
24
24
23
24
24
24
24
24
24
24
24
24
24
24
24
24
24
24

N

24
24
24
24
24
24
24
24
24
24
24
24
24
24
24
23
24
24
24
23
24
24

{ng/ml)
Amide
Mean

0

620.86
1371.89
174165
1844.08
1651.81
1657.42
1484.85
1220.61
1539.56
1084.5
855.70
701.41
625.52
1080.09
778.54
1044.35
778.13
279.78
984.96
291.95
318.74

Actigall
Mean

0
401.35
819.84
1349.16
1425.88
1673.35
1600.99
“451.07
1235.43
1475.81
976.27
838.08
72458
595.98
806.56
693.92
990.57
804.41
269.48
1026.04
169.30
265.67

Std Dev

0
569.98
1281.52
1211.63
1021.14
808.44
870.93
782.87
688.385
1010.12
607.72
525.43
425.05
42410

914.45 -

553.99
721.24
524.40
401.06
796.10
365.72
203.08

Std Dev

0
501.79
828.75

1497.89
1134.61
1238.23
954.85
802.26
704.91
878.08
455.27
418.85
394.87
350.62
480.41
42085
582.45
547.18
327.13
§79.93
240.48
428.86

cv

91.8
93.4
69.6
554
54.5
52.5
5.7
86.5
65.6
57.1
55.0
60.6
67.8
84.7
71.2
69.1
67.4
143.3
80.8
125.3
92.0

cv

125.0
101.1
111.0
796
74.0
62.1
55.3
57.1
59.5
48.6
50.1
54.5
58.8
596
60.7
58.8
68.0
121.4
86.3
142.0
181.4



13-%ov-1998 Table 1 16:12
Project No: 971230
Sumary of Results - Unconjugated Ursodiol in Plasma
Pharmacokinetic Parameters

(N = 24)
ln AUC 0-24* In AUC 0-4B* tn AUC O-72* tn Cmax® tmax
(ng-h/ml) {(ng-h/mL) (ng-h/m.) {rg/m.) Ch)
"Amide (A)
Nean 9902.98 14092.32 15991.88 2176.2913 3.9?
cy p Y | 84.2 47.3 61.9 176.7
n 23 23 23 24 24
Clba Geneva (8) ,
Nean 9399.85 16245.97 : 16380.40 20397409 4. 104
cyY a 46.08 59.4 59.9 48.5 167.5
n 24 24 23 24 24
Least-Squares Means
Amide (A) $615.35 13881.37. 15936.00 2176.2913
Ciba Geneva (B) 9399.85 14245.97 16275.30 2039.7410
Ratio of
Least-Squares Means
(A/B)X 102.3 97.4 97.9 106.7
20X Confidence Intervals
(A78)X
lower Limit: 92.0% 82.9% B4 .8% 93.3%
upper limit: 113.8% 114.5% 113.0% 122.0%
p-Value (ANOVA)
Avs B 0.M70 0.7847 0.8033 0.4149
Period 0.65639 0,5023 0.4217 040276’7
. .1061 . 0T
Sequence 0.0382 0.106 0.2462 [u’u"s‘h

¥ For In-trensformed parameters, the antilog of the mean (i.e. the geometric mean) is reported.
See Section 3 of Report for details on calculation of parameters.

PhAST STAS 2.3-000 FRE -COR



16:12

13-Nov- 1998 Table 1
- Project No: 971230
Summary of Results - Unconjugated Ursodiol in Plasea
Pharmacokinetic Parameters
(N = 24) '

n AUC 0-24* In AUC D-48" ln AUC 0-72* In Cmax* tmax

(ng-h/ml ) (ng-h/mL) (ng-h/mL) (ng/ad ) (h)
L}
Power
A vs B (REF=R) 93.0% 61.7% 72.0% 78.0%
 Intrasubject CvE ' 211 12.6 28.9 1.5

*  For tn-trarwformed parameters, the antilog of
$ee Section 3 of Report for details on calculation
PhAST STAB 2.3-000

the mean (i.e. the geometric mean) is reported.
of parsmeters.

FRE-COR



19-Nov- 1998

Table 2

Project No: 971230

Summary of Results - Total Ursodiol in Plasma

Pharmacokinetic Parameters

(N = §£)

Iln AUC 0-24* ln AUC O-4B* ln AUC O-72* n Cman* tmax

(ng-h/mL) (ng-h/mL) (ng-h/mb) {ng/mL.) th)
I
Amide (A)
MHean 20182.42 33495.58 34749.96 2422.7868 4,229
cv 50.1 55.3 101.0 63.6 163.1
n a3 23 24 24 24
Ciba Geneva (B)
Hean 17638.92 30977.94 33440.50 2341.4884 7.021
cv 53.2 47.0 7.3 46.6 140.1
n 24 26 24 24 24
Least-Squares Means B
Amide (A) 18952.28 32362.19 34749.9% 24227858
Ciba Geneva (8) 17638.92 30977.94 33460.50 2341.4884
Ratfo of
Least-Squares Means
(A/B)X 107.4 1046.5 103.9 103.5
90% Confidence Intervals
(A/8)%
lower limit: 96.8% 91.6% 91.0% 91.6%
upper limit: 119.3% 119.1% 118.5% 116.8%
p-Valus (ANOVA)
Avs B 0.2510 0.5731% 0.6283 0.6343
Period 0.6843 0.56824 0.9998 0.5157
&quonco ¢.1617 0.4343 0.3571 0.1899

" For ln-transformed parameters,
See Section 3 of Report for details

PhAST STAB 2.3-000

the antilog of the mean (i.e. the geometric mean} is reported.
on calculation of parameters.
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N = 24)

In AC 0-24* tn AUC 0-4A* in AUC O-T2* in Cmax* tmax

(ng-h/ml) (ng-h/ml) {ng-h/mL) (ng/mL) [(})
¥
Power
A vs B (REF=p) 93.6% 79.5% 79.0% 85.4%
Intrasubject ovx 20.8 26.3 27.2 2.9

[ ]

See Section 3 of Report for details on catculation of parameters.
PhAST STAB 2.3-000

#

For In-transformed parameters, the antilog of the mean {i.e. the geometric mean) is reported.
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BIOEQUIVALENCY DEFICIENCIES TO BE _PROVIDED TO THE APPLICANT
ANDA:75-517 APPLICANT: Amide Pharmaceuticals

DRUG PRODUCT: Ursodiol 300 mé capsule

The Division of Bicequivalence has completed its review of your
submission(s)_acknowledged on the cover sheet. The following
deficiencies have been identified.

1. The complete analytical method was not submitted. Please submit the standard and QC sample
~ ° preparation procedure as well as sample, standard, and QC processing procedures for both
unconjugated ursodiol [SOP No. GC-M-5841-00] and total ursodiol [SOP No. GC-M-5862-01].

2. In the analysis of total ursodiol, explain why two sets of QC sampies were prepared and run as
noted on page 1435 of vol. 1.4 (covering curve code HUD 13-53) and on page 1437 of vol. 1.4
(covering curve code HUD 56-74). It was noted that there was only one set of corresponding
calibration curve standards (pp 1438-40, vol. 1.4).

3. Please explain why ursodiol-glycine was used in the spiking of QC samples in the analysis of total
ursodiol.
4, Samples were analyzed for unconjugated ursodiol between Jan 5, 1998 and Oct 26, 1998; yet

long term stability data was provided for a period of only 21 days. You need to provide long term
stability data to cover the length of the entire study.

5. Long term stability data was not submitted for total ursodiol. Please submit such data that covers
the duration of the study.

6. You did not provide the raw data for ‘Cpax’ samples to document lack of interférence at the
retention time of the internal standard. Please provide such documentation for both the
unconjugated and total ursodiol analyses.

7. Potency/content uniformity data was not provided for the reference product used in this study.
Please submit such data.

8. Please submit on diskette all baseline uncorrected subject data for unconjugated and total ursodiol
[including period, sequence, treatment for the PK parameters and the individual sample
concentration values for each subject arranged sequentially in a flat ascii text format]; baseline
values as well as the zero hour value (before baseline correction) for each subject should also be
included in the dataset.

Sincerely yours,

/S/

Dale P. Conner, Pharm.D.

Director Division of Biocequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research

N



BIOEQUIVALENCY DEFICIENCIES TO BE PROVIDED TO THE APPLICANT
ANDA:75-517 .APPLICANT: Amide Pharmaceuticals

DRUG PRODUCT: Ursodiol 300 mg capsule

The Division of Bioequivalence has completed its review of your
submission(s)_acknowledged on the cover sheet. The following
deficiencies have been identified.

1 The complete analytical method was not submitted. Please submit the standard and QC sample
preparation procedure as well as sample, standard, and QC processing procedures for both
unconjugated ursodiol [SOP No. GC-M-5841-00] and total ursodiol [SOP No. GC-M-5862-01].

2. In the analysis of total ursodiol, explain why two sets of QC samples were prepared and run as
noted on page 1435 of vol. 1.4 {covering curve code HUD 13-53) and on page 1437 of vol. 1.4
(covering curve code HUD 56-74). It was noted that there was only one set of corresponding
calibration curve standards (pp 1438-40, vol. 1.4).

3. Please explain why ursodiol-glycine was used in the spiking of QC samples in the analysis of total
ursodiol when ursodiol was used in spiking the QC samples in the analysis of unconjugated
ursodiol.

4, Samples were analyzed for unconjugated ursodiol between Jan 5, 1998 and Oct 26, 1998; yet
long term stability data was provided for a period of only 21 days. You need to provide long term
stability data to cover the length of the entire study.

5. Long term stability data was not submitted for total ursediol. Please submit such data that covers
the duration of the study.
6. You did not provide the raw daii for ‘Cre’ samples to document lack of interference at the

retention time of the internal stindard. Please provide such documentation for both the
unconjugated and total ursodio’ analyses.

7. Potency/content uniformity data was not provided for the reference product used in this study.
Please submit such data.

8. Please submit on diskette all baseline uncorrected subject data for unconjugated and total ursodiol
[including period, sequence. treatment for the PK parameters and the individual sample
concentration values for each subject arranged sequentially in a flat ascii text format]; baseline
values as well as the zero hour value (before baseline correction) for each subject should also be
included in the dataset.

Sincerely yours,

/S/

7('“ Dale P Conner, Pharm D
Director Division of Bioegquivalence
Office of Generic Drugs
Center for Drug Evaluation and Research
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BIOEQUIVALENCY DEFICIENCIES TO BE PROVIDED TO THE APPLICANT
ANDA:75-517 APPLICANT: Amide Pharmaceuticals 24
DRUG PRODUCT: Ursodiol 300 mg capsule

The Division of Bicequivalence has completed its review of your
submission(s) acknowledged on the cover sheet. The following
deficiencies have been identified.

1. The complete analytical method was not submitted. Please submit the standard and QC sample
~ - . preparation procedure as well as sample, standard, and QC processing procedures for both
unconjugated ursodiol [SOP No. GC-M-5841-00] and total ursodiol [SOP No. GC-M-5862-01].

2. In the analysis of total ursodiol, explain why two sets of QC samples were prepared and run as
noted on page 1435 of vol. 1.4 (covering curve code HUD 13-53) and on page 1437 of vol. 1.4
(covering curve code HUD 56-74). It was noted that there was only one set of corresponding
calibration curve standards (pp 1438-40, vol. 1.4).

3. Please explain why ursodiol-glycine was used in the spiking of QC samples in the analysis of total
ursodiol.
4, Samples were analyzed for unconjugated ursodiol between Jan 5, 1998 and Oct 26, 1998; yet

long term stability data was provided for a period of only 21 days. You need to provide long term
stability data to cover the length of the entire study.

5. Long term stability data was not submitted for total ursodiol. Please submit such data that covers
the duration of the study.
6. You did not provide the raw data for ‘Cnax’ samples to document lack of interference at the

retention time of the internal standard. Please provide such documentation for both the
unconjugated and total ursodiol analyses.

7. Potency/content uniformity data was not provided for the reference product used in this study.
Please submit such data.

8. Please submit on diskette all baseline uncorrected subject data for unconjugated and total ursodiol
[including pericd, sequence, treatment for the PK parameters and the individual sample
concentration values for each subject arranged sequentially in a flat ascii text format]; baseline
values as well as the zero hour value (before baseline correction) for each subject should also be
included in the dataset.

Sincerely yours,

/S/

ﬁ%’ Dale P. Conner, Pharm.D.
Director Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research
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m l e 1 101 East Main Street
) Littte Falls, New Jersay 07424

PHARMACEUTICAL. INC. Telephone (973) 890-1440
Fax {973) 890-7980

-
=y

November 30,, 1999

Douglas Sporn N C
. .Director

Office of Generic Drugs

CDER, FDA

Document Control Room 150, HFD-630
Metropark North 11

7500 Standish Place

Rockville, MD 20855
AMENDMENT

RE: ANDA - 75-517
Ursodiol Capsules USP

Dear Mr. Sporn:

In reference to my telephone conversation with Mr. Reed Brown, enclosed is a revised copy of
the September 30, 1999 cover letter for ANDA 75-517. Ursodiol Capsules, USP.

The correct change in specifications for ¢ ) - %.

Please forward any communication regarding this ANDA to me at the above address. If you
need to cal! or fax me, my telephone number is (973) 890-1440 and Fax number is (973) 890-
7980.

Sincerely
Amide Pharmaceutical, Inc.

w14
Jashin€ Shdh, MS, R.Ph. |
Director Regulatory Affairs. ( N

i gEe 011999

Enc. \
\l

HiGH QUALITY PHARMACEUTICALS
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m l e . 101 East Mann Street
- Lithe Falls, New Jersay 07424

PHARMACEUTICAL. INC. Telephone (973) 800-1440

Fax (973) 890-7980
September 30, 1999

bouglas Sporn

Director

-~ "Office of Generic Drugs

CDER, FDA
Document Control Room 150, HFD-630
Metropark North I
7500 Standish Place
Rockville, MD 20855
AMENDMENT

RE: ANDA - 75-517
Ursodiol Capsules USP

Dear Mr. Sporn:

In reference to the changes in the manufacturers specification for the drug substance, for our
pending ANDA 75-517, Ursodiol Capsules, USP Amide is submitting this amendment.

Following changes are made for the test and specification of the active Ursodiot,- USP:

1. widened the ¢ ) to match the limit as per
USP
2. removed the TLC method for identification test, as Identification test will be performed

via IR testing.

Enclosed is a copy of Amide test specification for Ursodiol and the manufacturers certificate of
analysis.

Please forward any communication regarding this ANDA to me at the above address. If you
need to call or fax me, my telephone number is (973} 890-1440 and Fax number is (973) 890-
7980.

Sincerely
Amide Pharmaceutical, Inc.

LN
Jasmirie Shah, MS, R.Ph.

Director Regulatory Affairs.

Enc.

HicH QuaLity PHARMACEUTICALS
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11 East Main Street
. m ‘ e - Litthe Falls, New Jersey 07424
l PHAR MAC EUT‘ CALo I NC . Telephone [973} 390_1440

Fax {973) 890-7980

January 19, 1999

. ~ AR TN &
Douglas Sporn R NEW CORrZE-
Director dl"\'&
. Office of Generic Drugs NC-
" CDER, FDA

Metropark North II
' 7500 Standish Place, Room 150
Rockville, MD 20855
PAPER AND ELECTRONIC

517
RE: ANDA -~ 75~-B33 QRIGINAL APPLICATION
Ursodiol Capsules USP

Dear Mr. Sporn:

Amide Pharmaceutical, Inc. ("AMIDE") submits today an electronic
application ("ANDA") seeking approval to market Ursodiol
Capsules.

The Original application for this product was submitted to FDA on
December 5, 1998. Enclosed is electronic version of the
application.

Inciuded in the file are:

1. Signed Form 356h
2. Signed certificate stating the data in the electronic
portion of the application is same as the paper copy to the
best of our knowledge.
3. Following Compact disks:
a. 2 CD's both CD’'s consist of all information required by
EVA, Companion document for CMC and BA/BE. The
contents and file names are attached on page 2.

4. Also, enclosed is the biocecuivalency companion document,
submission information and Certification from
(2 copies)

Please direct any written communications regarding this ANDA to
me at the above address. If you need to call or fax me, my phone
numbers are 973-890-1440 and 973-890-7980 (fax).

Sincerel Ty,
Amide Pha; - REC®ED

P??r aceutcial, Inc.
M JAN 19 1999,

Jasmine’ S.hah_, MS, R.Ph. ~

Director Regulatory Affairs VR .
A AR g Ti i s
| TR By
Enc.
HIGH QUALITY PHARMACEUTICALS



AMIDE PHARMACEUTICAL, INC.

Ursodiol Capsules

i

CERTIFICATION LETTER

We hereby certify that, to the best of our knowledge, data
contained in the electronic submission are identical to or
derived from the information in the hard copy submission, as
indicated in the Companion Document for our ANDA 75-513
Ursodicl Capsules.

wic F

Jasmine Shah, M.S., R.Ph.
Director-Regulatory Affairs

Date r/i“:/%?
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m l e 101 East Main Street
= Lite Falls, New Jefsey 074.
PHARMACEUTICAL. INC. Telephone (973) 890-1440

Fax (973} 890-7980

December 12, 1998

NEW CORRESP

_Douglas Sporn ﬂ,(;
~ Director

Office of Generic Drugs .
CDER, FDA -
Metropark North II . >
7500 Standish Place, Room 150 s *t
Rockville, MD 20855 "= A

@2 ° 'PAPER AND ELECTRONIC

RE: ANDA 75-517
Ursodiol Capsules USP

E )

Dear Mr. Sporn:

In reference to my telephone conversation with Ms. Carol
Helquist, enclosed find the following in reference to our ANDA
Application for Ursodiol Capsules:

1. DMF Authorization letter from the manufacturer of the active
ingredient (Erregierre), authorizing the supplier (SST
Corporation) to issue the DMF Referral letter. -

2. Revised Sample Statement.

Please direct any written communications regarding this ANDA
to me at the above address. If you need to call or fax me, my
phone numbers are 973-830-1440 and 973-890-7980 (fax).

Sincerely,
Amide Pharmaceutcial, Inc.

- RECEIVED
Jasmine Shah, MS, R.Ph. _
Director Regulatory Affairs 1A\ 0 61999

. ot ST Ll PEN 1
Enc SEMEL Wil

- [3«

W

HiGH QUALITY PHARMACEUTICALS

“},



ANDA 75-517

o

it

Amide Pharmaceutical, Inc.
- -Attention: Jasmine Shah DEC 29 1998
101 East Main Street
Little Falls, NJ 07424
Dear Sir:
We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

Reference is made to the telephone conversation dated December 5,
1998 and your correspondence dated December 17, 1998,

NAME OF DRUG: Ursodiocl Capsules USP, 300 mg
DATE OF APPLICATION: December 7,--1998
DATE (RECEIVED) ACCEPTABLE FOR FILING: December 7, 1998

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:
Kassandra Sherrod

Project Manager
(301) B827-5849

Sincefelv vnure

/S/

RébErt L. West, M.S., R
Director

Division of Labeling g

Office of Generic Drugs

Center for Drug Evaluation and Research

Program Support
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‘E? 101 East Main Street
™ Litte Falls, New Jersey 07424

PHARMACEUTICAL, INC. Telephone (973) 890-1440

Fax (973) 890-7980

-—
=

- December 7, 1998

Douglas Sporn

Director

Office of Generic Drugs

CDER, FDA -4
Metropark North IL -
7500 Standish Place, Room 150 —~
Rockville, MD 20855

PAPER AND ELECTRONIC

RE: ANDA - ORIGINAL APPLICATION
Ursodiol Capsules

Dear Mr. Sporn:

Enclosed please find Amide Pharmaceutical's original Drug
Application for Ursodiol Capsules and a transmittal letter (and one
copy} describing same.

Kindly, have the copy of the transmittal letter stamped
"filed" and return it :o ou§rcourier who has been instructed to
wait . ‘

-

Thank you for your attention to this matter.

Very truly yours,

@}wﬁ

Jasmine Shah, MS, R.Ph.
Director Regulatory Affairs

 RECEwWED
DEC 07 1998

B

HIGH QUALITY PHARMACEUTICALS



